, Please type a plus sign (+) inside this box 



ffl 



DEC 0 5 2003 



i 

^ PTO/SBAJ8A (08-00) 

Approved for use through 10/31/2002. OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



Substitute for rorm i44^A/r i U ^-L- z— • 




Complete if Known 


Application Number 


09/883,033 


SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 


Filing Date 


June 15, 2001 


First Named Inventor 


Jean-Pierre Sommadossi et al. 


Group Art Unit 


1623 


(use as many sheets as necessary) 


Examiner Name 


Howard V. Owens, Jr. 


Sheet | 1 | of | 1 


Attorney Docket Number 


06171.105026 (IDX 1005 US) 



U.S. PATENT DOCUMENTS 


Examiner 
Initials * 


Cite 
No. 1 


U.S. Patent Document 


Name of Patentee or Applicant of 
Cited Document 


Date of Publication 
of Cited Document 
MM-DD-YYYY 


Pages, Columns, Lines, Where 
Relevant Passages/Relevant 
Figures Appear 


Number Kind Code 
(if known) 




AA 


5,470,838 




von Borstel et al. 


11-28-1995 






AB 


5,736,531 




von Borstel et al. 


04-07-1998 






AC 


5,968,914 




von Borstel et al. 


10-19-1999 






AD 


6,020,322 




von Borstel et al. 


02-01-2000 






AE 


6,258,795 




von Borstel et al. 


07-10-2001 






■-AF- 






■MUiiDuwtul uul.' =- 





















FOREIGN PATENT DOCUMENTS 



Examiner 
Initials * 


Cite 
No. 1 


Foreign Patent Document 


Name of Patentee or Applicant of 
Cited Document 


Date of Publication 
of Cited Document 
DD-MM-YYYY 


Pages, Columns, Lines, 
Where Relevant 
Passages or Relevant 
Figures Appear 


T* 


Office 3 


Number Kin< 
(H 


3 Code 2 
\ known) 




AH 


-wo ' 

WO 


— 89T0383S — 
93/01202 


Al 
Al 


rRO-NEURON, INC. 

PRO-NEURON, INC. 


01-21-1993 






fa 


Al 


WO 


94/26761 


Al 


PRO-NEURON, INC. 


11-24-1994 























































OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials * 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, magazine, journal, 
serial, symposium, catalog, etc.), date, page(s), volume-issue numbers), publisher, city and/or country where published. 



Examiner 
Signature 




Date 

Considered 



♦EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance and not 
considered. Include copy of this form with next communication to applicant. 

1 Unique citation designation number. 1 See attached Kinds of U.S. Patent Documents. ' Enter Office that issued the document, by the two- letter code (WIPO Standard ST.3). * For 
Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 5 Kind of document by the appropriate 
symbols as indicated on the document under WIPO Standard ST. 16 if possible. 4 Applicant is to place a check mark here if English language Translation is attached. 

Burden Hour Statement: This form is estimated to take 2.0 hours to complete. Time will vary depending upon the needs of the individual case. Any comments on the amount of lime 
you are required to complete this form should be sent to the Chief Information Officer, U S. Patent and Trademark Office, Washington, DC 20231. DO NOT SEND FEES OR 
COMPLETED FORMS TO THIS ADDRESS, SEND TO: Assistant Commissioner for Patents, Washington, DC 20231. 



ATLJMANAGE-3357460 vl 



Please type t plus sign (+) Iwbte ihulKW 



PTO/SBAttA (08-00) 
Approved for use through I04IX200Z OMB 0651-0031 
U.S. Patent and Trademark Office: VS. DEPARTMENT OF COMMERCE 



Sitatibtt far tarn J44JA/TTO 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

' '• tin* ns mnnvshetis as necessary) __ 


CompUt* if Known 


Application Number 


09/883,033 


Filing Date 


June 15, 2001 


First Named Inventor 


Jean-Pierre Sommadossi et al 


Group Art Unit 


1623 


Examiner Name 


Howard V. Owens, Jr. 




1 of 


9 


Attorney Docket Number 


06171*105026 (IDX 1005 US) 



U.S. PATENT DOCUMENTS 



Examiner 
Initials * 



Cite 
No. 1 



U.S. Patent Document 



Number 



Kind Code 
(if known) 



Name of Patentee or Applicant of 
Cited Document 



Dau of Publication 
of Cued Document 
MM-DD-YYYY 



Pages, Column*, Lues, What 
Relevant FuMgcaVRekvaot 
Figures Appetf 



4,916,122 



Chu 



04-10-1990 
09-18-1990 



4,957,924 



Bcauchamp 



5.149,794 



Yatvin et at 



09-22-1992 



5,190,926 



Chu 



03-02-1993 



5,194,654 



Hosteller ct al. 



03-16-1993 



CO 



o 

TT 



5,223,263 



Hosteller et al. 



06^29-1993 



5356,641 



Yatvin et al 



10-01-2693 
05-02-1995 



TT" 



5,411,947 



Hosteller et al. 



5,463,092 



Hosteller et al. 



10-31-1995 
07-23-1996 



5,539,116 



Liotta 



5443,389 



Yatvin et al 



08-06-1996 



5,543,390 



Yatvin et al 



08-06-1996 
08-06-1996 



5,543,391 



Yatvin et al 



5,554,728 



Basava et al. 



09-10*1996 



5,559,101 



Weis et al. 



09- 24-1996 

10- 15-1996 



5,565,438 



Chu 



5467,688 



Chu 



10-22-1996 
12-24-1996 



5487,362 



Chu 



5,939,402 



Weis et al. 



08-17-1999 



6,025,335 



Weis et al. 



02 15-2000 



6,194,391 



Schinazi et al. 



02-27-2001 



6,245,749 



Schina2i et al. 



06-12-2001 



6,297,222 



Bl 



von Borstel et al. 



10-02-2001 



Examiner 
Signature 



Date 

Considered 



*EXAMBsTER: InitiaJ tfrtfeitaxconjidered, whether or 
considered Include copy of tail farm wilh oexl 



opt citation is la coafonnance 



wiihMPEP609. Dnw line throujh citation ifno« to conformance and r 



communication to a] 



» Unkiuc ciurioo designation nurrter. * See atuched Kinds of U.S. Patent DocunEOta. » tuter Offux that Issued ibn docimem, by the ^^.^^^^^^J^ 
|= ?M frSTte iBtotioa of the yea, of the reign of the Emperor must p*ced* the aerial of the pate* tecum* ^ """^ 

aTbto^oo ttedocwirni under WIPO Standard ST. 16 if possible. 'Appli^ i. to place a check ma* hue If English language TraosUuwi a attached 

B^HourS W me«:Tl»s^ 

you are required to compfetc this form ihouW be sent to the Chief ln/onwiioa OfBcer. U. S, Palem and TraOcrmit Office. Washington. DC 20231. DO ^ rm WR 

COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Comnuuioocr for Patent*, Washington, DC 20331. 



Please rypt a plus :i*n (+) inside ihb box 



9 



PTO/SB/08A (tt-OO) 
Approved for iuc through 10/31/2002- OMB 0651-0031 
U.S. PaicjU aod Trafermrt Office: U.S. DEPARTMENT OF COMMERCE 



Subttiruce for form 1 419A/PTO 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

/u» mam sheets as necessary) 


Compute if Known 


Application Number 


09/883,033 


Filing Date 


June 15, 2001 


First Named Inventor 


Jean-Pierre Sommadossi et aL 


Group Art Unit 


1623 


Examiner Name 


Howard V. Owens, Jr. 




of | 9 


Attorney Docket Number 


06171.105026 ODX 1005 US) 



FOREIGN PATENT DOCUMENTS 





Cite 
No* 1 


Foreign Patent Document 


Name of Patentee or Applicant of 
Cited Document 


Date of Publication 
of Cited Document 
DD-MM-YYYY 


Piges, Columns, Lines, 
When Relevant 


T* 


Examiner 
Initials * 




Number Kind Code 1 
(if known) 


ratUBU or Rcfevui 








WO 


Q7/WJJ ■ 




University ot California 


HdJlA- 1 QKQ 










wo 


89/03838 


Al 


Pro-neuron, Inc. 












wo 


90/00555 




Vical, Inc. 


01-25-1990 












wo 


91/16920 




Vical. Inc. 


11-14-1991 












wo 


91/18914 




Vical, Inc. 














wo 


91/19721 




(~tlfl7_ieT 


12-26-1991 












wo 


92/01138 




Yatvin 


01-20-1994 












wo 


92/08727 


















wo 


92/15308 




Wellcome 


09-17-1992 












wo 


92/18517 




Yaleetal. 


10-29-1992 












wo 


93/00910 




Vical, Inc. 


01-21-1993 












wo 


94/20523 




Burroughs Wellcome 


09-15-1994 












wo 


94/26273 




Hosteller 


11-24-1994 












wo 


94/29331 




SIoan-Kettering Inst, for 
Cancer Research 


12-22-1994 












wo 


95/07086 


















wo 


96/11204 




MatthesA 
Von Jenta-Lipinski 


04-18-1996 












wo 


96/13512 




Genencor 


05-09-1996 












wo 


96/15132 




University of California 


05-23-1996 












wo 


96/40164 




Emory University 


12-19-1996 












wo 


98/15563 




Pankiewicz,K.W.etal 


10-09-1997 








4 




EP 


0 355 131 


Bl 


Pro-neuron, Inc. 


09-04-1996 












EP 


0 352 248 




Medivir Aktiebolag 


01-24-1990 








k 




EP 


0 350 287 






02-10-1990 







Examiner 
Signature 



r 



Dale 

Considered 



^ 5 cy 



•EXAMINER: ln«UI if «fcreooe considered, whether or not cnuiafl is ia eoo/onnaace with MPEP 60?. Dn* fine throogh citation if do, ia coofbiinna and >ot 
considered Iwrhide copy of (his form wilb next comnmniatkni to ippttcArt. 

'U^chibontolfi^ number. 'See attached Klodsof US. Dacunrws. 1 Enttr Oflte *t <Joeuf«r«. by Oe ^ S M ^^'l^ 

j]^^d^S^u^.tioa of the year of the reign of the Emperor must p*c*de the *«ri.I .umber of the pate* document * Kind of W*P«* 
!y^u ^^r^^u«fcr WIPolLdaxd ST. 16 if ^™A»lk£h» 9 )MX . check mar* hen: if EogUsh hogo,*; Translate » .tuched 

Borden Hoar SuteoxDt: This form b estimated to take 10 houn to complete. Time -nil vwy decoding upon the need* of the iodividual c *^^f a ^J^^^^ 
y^ nJSTcT^ STfc™ should he seat to the Chief Lotion Officer. U. S. F**a« -d Tr^^rt Office. Washington. DC 20231. DO NOT SEND FEES OR 
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Coramfesioaer for Pa icon, Wishingion. DC 20231 . 



Wmk lype ■ plus «gn (+) ualde this box — > ffi 



PTO/SB>0SA (08-00) 
Approved for usemrovgh 10/31/2002. OMB 06S 1-003 1 
U.S. PateBi •«> Trademark OfTw: VS. DEPARTMENT OF COMMERCE 



Substitute foe form 1449AJPTO 


CompUii tf Known 


Application Number 


09/883,033 


SUPPLEMENTAL 


Filing Date 


June 15, 2001 


INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 


First Named Inventor 


Jean-Pierre Sommadossi et oL 


Group Art Unit 


1623 


(use as many sheets as necessary) 


Examiner Name 


Howard V. Owens, Jr. 




Attorney Docket Number 


06171.105026 (IDX 1005 US) 



FOREIGN PATENT DOCUMENTS 



Examiner 
Initials * 



Cite 
No- 1 



Foreign Patent Document 



Offioe 1 Number 



Kind Code 2 - 
(if known) 



Name of Patentee or Applicant of 
Cited Document 



Date of Publication 
of Cited Document 
DD-MM-YYYY 



Pages. Cotunsu, Lines, 

Where Relevant 
Pauftgu or Relevant 
Figure* Appear 



EP 



0494 J 19 



06-293645 



BioChcm Pharma 



07^08-1992 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials * 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, ««ag^D^jountaU 
cLlog, etc.). due. W«. volume-mue number^), P «by shcr, city anoVor country where p»bbshcd. 



ARNER and ERIKSSON, "Mammalian Deoxyribonucleoside Kinases," Pharm- ThST .. W*5, 67(2), 155- 
186. 



BERK et al., "A Genetically Distinct Tymidine Kinase in Mammalian Mitochondria." } Bjo| Chem . W3. 
245, 2722-2729. 



BESTW1CK et al.. "Selective Expansion of Mitochondrial Nucleoside Triphosphate Pools in 
Antimetabolite-treated HeLa Cells," J Biol Chem, 1982, 257. 9300-9304. 



BLOCH, et al. "The Role Of The S'-Hydroxyl Group Of Adenosine In Determining Substrate Specificity 
For Adenosine Deaminase." J. Med. Chem. 10(5), 908-12 (Septe mber 1967). 



BRIDGES et al., "Characterization of a dCTP Transport Activity Reconstituted from Human 
Mitochondria," 1. Biol. Chem. February 19, 1999. 274(8), 4620-4625, 



BRIDGES et al.. "Identification of a novel mitochondrial dNTP carrier and its interaction with anti-HTV 

nucleoside analogs," P™e Am. Assoc. Cancer Res.. March 1997. 38, 4 14. 

BRIDGES et al., "Inhibition of Mammalian DNA Polymerase-Associated 3* to 5' Exonucle^ Activity by 
5--Monophosphates of S'-Azido-a'-Deoxythymine and 3'-A™iio-3'-Deoxythymidnie, Biochemical 
Pharmacology, 1993, 45(8), 1571-1576. 



BRYANT et al.. "Antiviral ^Nucleosides Specific for Hepatitis B Virus Infection," Antimicrobial Agents 
and Chemotherapy. 45(1). 229-235 (January 2001) 



CHANG et al.. "Biochemical Pharmacology of (+)- and W ,3'-Dideoxy-3'-thiacytidine as Anli-hepaUUs 
B Virus Agents," 3 Biol Chem, November 5. 1992. 267(31), 224 14-22420 




•EXAMINER: if a»i<fcml -tatar <x pat ctadoo u to «o»to««« -W. MM* 6». Dr.. *» •hro.it duooc if-U. ******** °« 

coakiend. tehde copy «f Ihii form with ne« commnitttio* to tpphcut 

^**~**p*m-**. 2 Sec attached Kind* of U-S- Pitcoi Document*. ta-*-^^ 

h££t pile* don.oW.he indication of the year of d* itigo of the &np«m mti* pitcede the senalj wmbet of tbr p»*« r^^iT^I*/ 
rySrWk.ted o. the aacunrm undtx WIPO Sundard ST. 16 if possible. * Applies » lo ptac . chert no* htie .f Engltfh bop»p Tr*«b.uo» « .nacnec 

vTa* ftquirrd to compktt ihis fern, should * «nt to the Chief Infern-Uoo Officer U, $. Fjlent U d T^emaA Office, Washing** DC 3023 1. ^ 
COMPLETED FORMS TO THIS ADDRESS. SEND TO: AwistaH Conumnioncr for Pauflts, W**hmgtoa OC 20331. 



Please type a plus sign (♦) inside (hit box 



EB 



PTQ/SB4»A (0S4O) 
Approved for use through 10/3 1/2001 OMB 0651-0031 
U.S. Patent and Trade murk Office: US. DEPARTMENT OF COMMERCE 



Substitute for form 1449A/PTO 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

( use as many sheets as necessary) 


Complete if Known 


Application Number 


09/883,033 


Fifing Date 


June 15, 2001 


First Named Inventor 


Jean-Pierre Somrnadossi et aL 


Group Art Unit 


1623 


Examiner Name 


Howard V. Owens, Jr. 


Sheet |4 | of | 9 


Attorney Docket Number 


06171.105026 (IDX 1005 US) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials * 


Ote 
No. 


include Dame of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, magazine, journal, 

* - * Mjuit, n*. t* 1mm — » \ JittB k*m/#^ untumn ir#iij> wi urnhj-fi 1 1 \ vvi 1 ^\ 1 a • sV m f 4*1 t%J a fl/4/a^aT **s^lTfl sTf^/ U/hafVaP fs^aSllCflsfafj 

SCFUJ, fynipOnOailt CS11JOK, CtC.y, CUICi p*Hv\5^ t VOttJiricMSSilC DUiuDcr^t j t puuiiSDCTi wiiy lOOfUi twouj wnuc puuuaiiw. 


T* 






CHANG, et al., "Deoxycytidinc Dcaminasc rcsistant Stereoisomer is the Active F6rm of (-)-2\3'- 
thiacytidinc in the Inhibition of Hepatitis B Virus Replication" Journal of Biological Chemistry, Volume 
267(20), 13938-13942 (July 15, 1992). 










CHARIOT et al., "Zidovudine-induced mitochondrial disorder with massive liver steatosis myopathy, lactic 
acidosis, and mitochondrial DNA depletion," J. Hepatologv. 1999. 30, 1 56- 1 60. 










CHEN et al., vnaractenzation oi ryrimjoine ueoxynoonucieosiae Kinase {xnymiaine Kinase; ana 
Thy midy late Kinase as a Multifunctional Enzyme in Cells Transformed by Herpes Simplex Virus Type 1 
and in Cells Infected with Mutant Strains of Herpes Simplex Virus," J Virol t June 1979, 30 % 942*945. 










CHEN et al., "Delayed Cytotoxicity and Selective Loss of Mitochondrial DNA in Cells Treated with the 
Ami-human Immunodeficiency Virus Compound 2\3 , -DideoxvCvtidine." J Biol Chem. 1989. 264, 11934- 
11937. 










CHEN et al, **T|ic Role of Cytoplasmic Deoxycytidinc Kinase in the Mitochondrial Effects of the Anti- 
human Immunodeficiency Virus Compound 2\3 f -DideoxvcYtine " J Biol Chem. February 15, 1992, 267(5), 
2856-2859. 










Cbl> et al., '"Effect of Nucleoside Analogs on Neurite Regeneration and Mitochondrial DNA Synthesis in 
PC- 12 Cells," J. of Pharmacoloav and Experimental Therapeutics, 1997, 250(3), 1228-1234. 










DAVIS et al„ "In Situ Localization of Mitochondrial DNA Replication in Intact Mammalian Cells" J_CeJi 
BisL 1996, 135, 883-893. 










DAVISSON, et al., "Synthesis of Nucleotide 5'-Diphosphates from 5'-0-Tosyl Nucleosides;' J. Org. 
Chem.. 52(9), 1794-1 801 (1987) 










DOONG et al. f "Inhibition of the replication of hepatitis B virus in vitro by 2\3 , -dideoxy-3' -thiacytidine 
and related analogues,** Proc. Natl. AcaoV&L October 1991, 88, 8495-8499. 








DU et al, Synthesis, "Anti-Human Immunodeficiency Virus and Anti-Hepatitis B Virus Activities of Novel 
Oxaselenolane Nucleosides," / of Med. Chem., (40)19, 2991*2993 (September 12, 1997). 






* EXAMINER: Initial if lefereace considered, whether or oot 
considered Include copy of Ibis form with next coaununicat 



citation is id confix 
itioo to applicant. 



: with MPEP 609. Draw fine through citation if not to conft 



' Unique citation designation number. 1 Set attached Kinds of US. Patent Dociunciita. 'Enter Office that issued the document, by the two- letter cade (WIPO Standard ST .3).^F nr 
Japanese patent documenu, the indication of the year of the reign of the Emperor must precede the serial number of the patent document * KJnd of document by the appropriate 
symbols as indicated on the document under WIPO Standard ST. U if possible. •Applicant u to place a chccl mart hen if English language Translation is attached 

Buries Hour Statement: This fans is estimated to take 2.0 hours to complete, Time will vary depending upon the needs of the individual case. Aoy comments on the amo unt of ting 
you art required to complete this form should be sent to the Chief Information Officer. U. S. Patent and Trade mart Office, Washington. DC 20231. DO NOT SEND FEES OR 
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Coraroissioiief for Patents, Washington. DC 2023 1 . 



Please type a phis sign (+) inside this box 



ffl 



ITO/SMWA (08-00) 
Approved for use through 100I/20W. OMB 0651-0031 
V£ P»tu« and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



Sutatitinc for form I44»A/PK> 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(ust as many sheets as necessary] * ~" 


Complete if Known 


Application Number 


09/883,033 


Filing Date 


June 15, 2001 


First Named Inventor 


Jean-Pierre Sommadossi etat~~ 


Group Art Unit 


1623 


Examiner Name " 


Howard V. Owens, Jn 


Sheet 5 of 


9 


Attorney Docket Number 


06171.105026 (IDX 1005 US) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials * 


Gte 
No. 1 


include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), tiUc of itan magazine, journal, 
serial, symposium, catatoc^ etc.}, dale, pagc\s^, volume •issue nuniocf\s/, puDtisocr, city auww *-*-h*«m j wuw*. ^«umwi, 


T* 






DUTSCHMAN ct al., "Metabolism of 2\3^didcoxy-2%3^idehydro-p-L-(0-5-Fluorwytio^ and Its 
Activity in Combination with Climically Approved Anti-Humna Imrnunodcficicncy Virus P-L>-(+) 
Nucleoside Analogs In Vitro, Antimicrobial Agents and CnemotneraDY, July IV*?* *A ' * / vy-iaw. 








FURMAN, et al., "The Anti-Hepatitis B Virus Activities, Cytotoxicities, and Anabolic Profiles of the (-) 
and (+) Enantiomers of cis-5-Fluoro-l-[2KHydroxymc^ Antimicrobial 
Agents and Chemotherapy, 36(12) 2686-2692 (December 1992). 








GLONEK, et al. "Full anhydrization of methylenediphosphonic acid and of phosphoric acids by a 
carbodiimide** Inorg.Chem., 1975 Vol. 14(7); 1597-602, 




I 




GOSSELIN, G. et al. "Synthesis and Antiviral Evaluation of p-L-Xylofuranosyl Nucleosides of the Five 
Naturally Occuring Nucleic Acid Bases", Journal of Heterocyclic Chemistry, 1993, 30 (Oct.-Nov,), 1229- 
1233. 








HERNANDEZ-SANTIAGO et al., **Pharraacology of ^L-Thymidine and 0-L-2'-Deoxycytidine in HepG2 
Cell and Primary Human Hepatocytes: Relevance to Chemothcrapeuuc Efficacy against Hepatitis B Virus " 
Antimicrobial Auents and ChemotheiaEy, J™* 1728-1733, 








HOARD, et al., "Conversion of Mono- and Oligodeoxyribonucleotides to 5 '-Triphosphates," / Am. Chem. 
Soc., 87(8), 1785-1788 (1965). 








HOLY. "Nucleic Acid Components and Their Analogs. CLIII. Preparation of 2*-deoxy-L-Ribonucleosides 
of the Pyrimidine Series," Collect, Czech, Chem. Commun. (1972), 37(12), 4072-87. 








HOSTETLER, K.Y., et al. "Greatly Enhanced Inhibition Of Human Immunodeficiency Virus Type 1 
Replication In CEM And HT4-6C Cells By 3' Deoxy thymidine Diphosphate Dimyristoylglycerol, A Lipid 
Prodrug Of S'-Deoxythymidine." (September 1992) Antimicrob Agents Chemother 36:2025-2029. 








HOSTETLER, K.Y., et al. "Synthesis And Antiretroviral Activity Of Phospholipid Analogs Of 
Azidothymidine And Other Antiviral Nucleosides." (April 15, 1990) / Biol Chem. 265(1 I):6112-7. 








TMAI et al. v "Studies on Phosphorylation. IV. Selective Phosphorylation of the Primary Hydroxyl Group in 
Nucleosides/' J. Org. C/Wl,34(6), 1547-1550 (June 1969). 








JONES, R. et al., "Mini Review: Nucleotide prodrugs," Antiviral Research, 27, 1-17 (1995). 






•EXAMINER: Initial if reference considered, whether or not citation is ia conformance with MPEP 609. Draw hoe throat) citation if not in conformance tod not 
ctnuocrcd Include cupy of this form with next cunnnumcitioa to ipplkxnL 

1 Unique citation teignauoo number. 1 See true bed Kinds of UJS. Patent Documents. 5 Enter Office that issued the document, by the iwe-kner code {WIPO Standard STJ). *For 
Japanese patent documtnts, the indication of the year of thx reign of the Emperor nut precede the serial number of the patent document. Kind of document by the appropriate 
symbols as indicated on the dorunent under WffO Standard ST. 16 if possible, * Applicant is to place a check mark here if English Uoguage Tnosbtioa is attached. 

Burden Hour Statement: TWi form Is e»d mated to oke 10 hours to complete. Time will vary depending upon the needs of the individual case. Any comrnentt cni the J^^ 0 ""* 
you arc required » complete thU form should be sent to the Chief Information Officer, U. S Patent and Trademark Office, Washington, DC 20231. DO NOT SEND F£fc5 OK 
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Auuunt Cornnwiooer for Patenu, Washington. DC 20231 . 



Please type »ptossis» *i* box — > ffl 



PTOVSB/WA (0W») 
Approved for ue Ihrotigh 1001/2002. 0MB 06314031 
US. totem and Trademark Office: U.S. DEPARTMENT OF COMMERCE 



Substitute far fonn I449A/FTO 




CompUit if Known 




Application Number 


09/883,033 


SUPPLEMENTAL 




Filing Date 


June 15, 2001 


INFORMATION DISCLOSURE 


First Named Inventor 


Jean-Pierre Sommadossi el aL 


STATEMENT BY APPLICANT 


Group Art Uolt 


1623 


/»r* />« m/Tfiv xhertS OS MCfSSarv) 


Examiner Name 


Howard V. Owens, Jr. 




9 


Attorney Docket Number 


06171.105026 (IDX 1005 US) 



Examiner 
Initials * 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Cite 
No, 1 



Include name of the author <io CAPITAL LETTERS), title of the article {when W^™** 



^^iunTcitHlog. etc.), date, p a^s), voWissuc ntunberQ). publisher, city and/or country where published. 

JUROVCK and HOLY "Metabolism of pyrirndine L-nuclcosides," Nucleic Acidff Research. August 1976, 
J(8), 2 143-2 153. 



-0 



KORB A el al., "A cell culture assay for compounds which inhibit hepatitis B virus replication," Antiviral 
Ret, 15:217(1991). 



KRAYEVSKY and CHERNOV. "Should the Asymmetric of Enzymatic Active Cente^ way* Delate 
vyjth the Asymmetry of their Substrates?," i »f Rinnn^ uhr Structure ft Dvnaimcs. 1996, 14Q), 225-230. 
KUCERA, L.S.. et al.. "Novel membrane-interactive cthci bpid analogs that inhibit infectious MV-l 
production and induce defective vinis formation." AIDS Res Hum Re troviruses. 6:491-501 (May 1990?. 



production ana tnauce aeiecuvc; v*m» — » — ~ 

LABENZ et al.. "Analysts of the TK Enzyme Complex Induced by HSV Types 1 and 2 by Means of 
Isoelectric Focusing and Polyacyrlamidc Gel Electrophoresis." ArchVirol, 1982, 71, 235-2W. 



LIN et al.. "Design and Synthesis of 2',3 , -Dideoxy-2\ 3'-didyhydro-P-L-cytidine (B-L-Fd4C). Two 
Exceptionally Potent Inhibitors of Human HBV and Potent Inhibitors of HIV In Vitro." J. Med. Chem., 
39(9^. 1757-1759 (April 26.1996). 



LIN et al "Synthesis and Biological Evaluation of 2\3'-Dideoxy-L-pyriir>idine Nucleosides as Potential 
Antiviral Agents agains HIV and HBV," J. Med. Chem. 1994. 97. 798-803. 



#0 



LIN et ah, Synthesis of Several Pyrimidine L-Nucleoside Analogues as Potential Antiviral Agents," 
Tetrahedron Utters. Vol. 51(4), 1055,1068 (1995). 



MAGA et ai. t "Lack of stereospwfKUy of suid pseudorabies virus thymidine kinase," Biochenu J. , 294(2), 
381-385 (September 1, 1993). 



MANSOUR et al. "Stereochemical Aspects of the Antf-HCMV Activity of Cytidine Nucleoside 
Analogues," /l/iftV/ra/ Chemistry <fe ChemotherapyMyh\3$'l4 2 0^9^ 



Analogues, /Iflf iViriU ^ncm^ny ue ^^fwraof^^ , \_L Jg i t /,■, 

MAti li C. Z a d c ok e t ah P se udomonai ; tMtoste ronrTfrfr^^ 3 W* 3 ^ * ^ wGlT SefgM f j 

NAKAYAMA, C, et" al., "Synthetic Nucleosides and Nucleotides. XX. Synthesis of Various 1-p- 
Xylofuranosyl-5-Alkyluracib and Related Nucleosides." Nucleosides. Nucleotides. 1. 139-146 (1982) 




•EXAMINED IrtU if .eW cemkfat* wheto or «at ctobon b in confer* whh MPEP 609. D»w bo. through eiuUoo if act b confonn.net «d DOt 
coosidered. tochideeopy of ibte 1m*totrt<xmsmxtoitoia*wlicim. 

COMPLIED PORMS TO THIS ADDRESS. SEND TO. Ass hum Commiiiioocr for Pattati. Washinpoiv. DC 20231. 



Pfcaw type a plus *ip> ( + ) box — ► ffl 

^ UocKf the Pagn^L^££^ll2^£l^li2^^ 



PTO/SMttA (0&-00) 
Approved lor use thi©u|h 1001/2002. OMB 06J|4»JI 
U S Pttcat end Tr*dtm»t Office: U.S. DEPARTMENT OF COMMERCE 
required to ft! pood to . collection of infonrnUoa into * comaioi itiMOMB control mi«bw- 



SubHiwte for fonn I449A/FTO 



SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 



of 



CompUU if Known 



Application Number 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



Attorney Docket Number 



09/883,033 



June 15,2001 



Jean-Pierre Sommadosn ei aL 



1623 



Howard V. Owens, Jr. 



06171.105026 (IDX 1005 US) 



Examiner 
Initials * 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Cite 
No.' 



MORU1X.II. II a ranwim u eaers, ju I'tuj, uu ■ ■ r / w- a.. — 

PANK1EWICZ. et al. "Efficient synthesis of methylenebis(phosphonate) analogues of Pl,P2-disubtitut«J 
phvrophospates of biotoeical interest (1997-04-1 51. 119. 3691-3692. 



ohvroDh ospatesofDioiogicanntcre5i.t iyy/-v-^i^. —~ — • , . — — 

PANKffiWICZ. et al. "Synthesis of melhylenebis(phosphonate) analogs of ADP Ribose" Collect. Czech. 

Ch em.Commun.(1996^23) > 6 1:S92-S-95. \ — " . . 

PAN-ZHOU et al., -Differential Effects of Antiretroviral Nucleoside Analogs onMitochondnal Function in 
Hep02 Cells," Antimicrobial A?-"* »"H Chemotherapy. March 2000. 44(3), 496-503. 



nepw. win, ""WP"" 1 " , "c.-i"T — -tt-t -» — — — 

^MTfrMrma^i ^^uaMl^^ jt ^^ht Cmf Thrr Vir H ep atitis , abstr . A l?? . 1099[Ant i vir . 

i h«^M ;iippi- < l r- hjii^r fH&Ki-rrtzb 

ROBINS "Selective Deoxygenation and Modification at C2* of Nucleosides." Nucleic Acids Research 
Symposium Series, Vol. 1 1. Pages 1-4. Kyoto. Japan, November 24-26. 1982. A£. Pritchard (ed), KL 

Press. Ltd.. Oxford. England. 1982; - — 

ROBINS, M. J. et al. "Purine nucleosides. XXIX. The synthesis of 2 , -deoxy-L-adenos.oe and 2 -deoxy-L- 
euanbsine and their alpha anomers." J. Org. Chem. March 197 0 . 35. 63 ^ 9 j^ — 

D* o X yg»n«ti o nofSrrnnd«^^ l.u to. lUjlu iuuin. 1 ru. ^tlu.a^Cun.u.si o n o flbbc - nu c l .o si d tt 

to 2' '" i^ Byniirlf iT r ijn" Jl^w Off Vnr 10* ^<M06HW8^. WTy*Wrret> _ 
SANEYOSHI, M ., et II.. "Synthetic Nucleosides and Nucleotides. XJ1I. Stannic Chloride Catalywd 

Ribosylation of Several 6-Substituted Purines." Chem. Phdrm. B ull.. 27. 2518-2521 (1979). 

SCHINAZL et al.. "Selective Inhibition of Human Immunodeficiency Viruses by Racemates and 
Eiumuome* of cis-S-Ruoio-H2-(Hy^ 
and Chemotherapy. 36(1 1). 2423-2431 (1992). 



SCHJNAZI, et J.. "Effect of Combinations of Acylovir with Vidarabine or its ' Mono P tos P^ te ;" H "J^. 
Simplex Viruses in Cell Culture and in Mice." Antimicrobial Agents and Chemotherapy. 22 (3). 499. (1WMJ. 




^JraTORMsTo THIS ADDRESS. SEND TO: Asiisuni CbinrnU.ioner to ratenlt. Weapon, DC 20231. 



PTO/SB/08A (0840) 

Please trpe a plus sign (+) inside this box ^ m Approved for utc through IO/3I/2Q02. OMB 0651-0031 

U.S. Patera and Trod* marie Oflkc: U-S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Act of ] 993, do perrons iit required io respond to ■ collection of information unless h contains a vitid OMB control rnimbcr. 



Substitute for fonn 1449A/PT0 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Compute if Known 


Application Number 


09/883,033 


Filing Dale 


June 35,2001 


First Named Inventor 


Jean-Pierre Sommadossi etal. 


Group Art Unit 


1623 


Examiner Name 


Howard V. Owens, Jr. 


Sheet 8 of 


9 


Attorney Docket Number 


06171.105026 (1DX 1005 US) 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials * 


Cite 
No. 1 


Include name of me author (in CAPITAL LETTERS), title of the article (when appropriate), title of the item (book, magazine, journal, 
serial, symposium, catalog, etc.), date, page(s), volume- issue numbers), publisher, tiry and/or country where published. 


T* 






SHUTO, $., et al. **A facile one-step synthesis of 5'-pho5phatidylnucIeosides by an enzymotic two-ph&se 
reaction." Tetrahedron Letters. 28. 199-202 (1987). 




fa 




SODERLUND and ARNER, "Mitochondrial versus Cytosololic Activities of Deoxyribonucleoside Salvage 
Enzymes/' Purine and Pyrimidine Metabolism in Man VIII 9 A.Shota A M. Taylor (ed.). Plenum Press, New 
York, 1995, 201-204, 









SPAD ARI et al. t "L-Thymidine is Phosphorylatcd by Herpes Simplex Type 1 Thymidine Kinase and 
Inhibits Viral Growth." J. Med Chem. (1992), 35(22), 4214-4220. 






TYRSTED et al. "Inhibition of the synthesis of 5-phosphoribosyl-l -pyrophosphate by 3~deoxy-adenosine 
and structurally related nucleoside analogs." Biochim. Biophys. Acta. (February 26, 1968), 155(2), 619-22. 








VERRI et al. "Lack of enamiospecificity of human 2 l -deoxycytidine kinase: relevance for the activation of 
beta-L-deoxycytJdine analogs as antineoplastic and antiviral agents." Molecular Pharmacology. (January 
1997), 51(1), 132-138. 








VERRI et a]., "Relaxed Enantioselectivity of Human Mitochondrial Thymidine Kinase and 
Chemotherapeutic Uses of L-Nucleoside Analogues," Biochem. J. (1997), 328(1), 317-320 (November 15, 
1997). 








von JANTA-UPINSKI et al. v "Newly Synthesized L-Enantiomers of 3'-Fluorr>Modified p-2'- 
Oeoxyribonucleoside 5 '-Triphosphates Inhibit Hepatitis B DNA Polymerase but not the Five Cellular DNA 
Polymerases a, p, y, 8. and e Nor HIV-1 Reverse Transcriptase," / Medicinal Chemistry, 41(12), 2040-2046 
(June 4, 1996). 


• 














NntinnnirpnfrrT > nrt > rr"""^nRrirnvirnmantlP,ftlntrTiTiirii li . Wmlllnjnnil _T am P* 1 ' 17 1* f 00 * 

TTTfrKftnl 'Tiriirinmftnastffnftgtfmni/'/lffV Phyx, ( IQ *7)i H A ) t f^&TSUB MtTT&f* 








ZHANG, W., et al. "Removal of Silyl Protecting Groups from Hydroxy I Functions with Ammonium 
Fluoride in Methanol " Tetrahedron Letter., 33, 1177-1 180 (192). 






•EXAMINER: Initial if reference considered, whether or not citation is ia conformance with MPEP 609. Draw line through citation if not is confanmnec and not 
cousidcred Include copy of ibis fonn wilh ozxt communication to applicant 

1 Unique citation designation number. * See attached Kind* of VS. Patent Documents, 3 Enter Office that issued the document, by the two-letter code (WIPO Standard ST.3). * For 
Japanese patent documents, the indication of the jcar of the reign of the Emperor must precede the serial number of (he patent document- * Kind of document by the appropriate 
symbols as indicated on the document under WOO Standard ST. 16 if possible. * Applicant is to place a check mart here if English language Translation ii attached. 

Borden Hour Statement: This form is estimated to nice 2.0 hours to complete. Time will vary depending upoo the needs of the individual case. Any comments on the amo aat of time 
you are required to complete this form should be sent to the Chief Information Officer, U. 5. Patent and Trademark Office, Washington, DC 20231. DO NOT SEND FEES OR 
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Assistant Coraraiuioot/ for Pitrnu. Washington, DC 20231. 



Please type a phs sign (♦) 1 aside this box y pp 



PT0/SBO8A (08-00) 
Approved for use through 10/31/2002. OMB 0651 -0031 
U.S. Paienl and Trademark Office: U-S. DEPARTMENT OF COMMERCE 



Substitute far form 1449A/PTO 

SUPPLEMENTAL 
INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 

(use as many sheets as necessary) 


Complete if Known 


Application Number 


09/883,033 


Fifing Due 


June 15,2001 


First Named Inventor 


Jean-Pierre Sommadossi et aL 


Group Art Unit 


1623 


Examiner Name 


-Howard V. Owens, Jr. 


Sheet | 9 | of j 9 


Attorney Docket Number .. .. 


46171.105026 (IOX 1005 US) 







OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials * 


Cite 
No. 1 


Include name of the author (in CAPITAL LETTERS), title of ihe article (when appropriate), title of the item (book, mag^ae, journal 
senai, symposium, catalog, etc), dale, page(s), volume-inue numbers), publisher, city and/or country where pubh'shed. 


T* 






ZHU et al., "Anti-Hepatitis B Virus Activity and Metabolism of 2'3 , -dideoxy-2'J'-didehydro-p L-(-)-5- 
Fluorocytidine," ^ntimicTobial Apents and Chemotherapy. July 1993,42(7), 1805-1810 








ZHU et al„ "Incorporation of Nucleoside Analogs into Nuclear or Mitochondrial DNA Is Determined by the 
Intracellular Phosphorylation Site," J Biol Chem, 2000, 275(35), 26727-26731 

URT ~ J " JMiWlion oi fUIJJiltiUuil ul HepattttfrA ViniR by CylaHery Tn Vitro," AntimicrobiaLAgents 
m*\ CliuuutlJLjapy, Atiftu&l 1997, *1(S), 1733-1 )oU ^j^ r ?c(0 






Examiner 
Signature 



Date I 

Considered | £*/ 



•EXAMINER: Initial if reference considered, 
considered. Include cop/ of (his fans with ne; 



r oot citation is in conformance with MPEP 609. Draw fiae through citation if not in confonmace and not 
t wmwroniraUoD 10 appCcaat 



' Uoiijue aiaOce designation nwifcer. 1 See attached Kid* of VS. Pate* Documcnu. > Eat* Office thai iasucd Ihe donnae* hy Ihc fw^kaercocte nvtTOSuadaidST 3) 4 For 
WWLfc 1 ^ ruKMi TU THIS ADDRESS. SEND TO; Asitstaot Commusiaiier for Pate w», Washington DC 3023 1 . 



